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A M RNDTVf RNJTS TO T UP CI ATTWfg 

1 ) (twice amended) [ An improved] A multi-layered osmotic device for the controlled 
delivery of one or more active agents to one or more environments of use wherein the osmotic 
device comprises: 

a) a compressed core comprising a first active agent and an osmotic agent for controlled 
and continuous release of the first active agent; 

b) a semipermeable membrane surrounding the core and having a preformed passageway 
therein, said semipermeable membrane being permeable to a fluid in the environment 
of use and substantially impermeable to the first active agent; 

c) an inert, completely erodible [or]_andZox water soluble polymer coat comprising 
poly(vinylpyrrolidone)-(vinyl acetate) copolymer partially or substantially completely 
surrounding the semipermeable membrane and plugging the passageway in the wall; 
and 

d) an external coat comprising a second active agent for immediate release of the second 
active agent, wherein the first active agent is released from the core after the polymer 
coat has partially or completely dissolved or eroded, and the first and second active 
agents are released into the same or different environments of use to provide a 
controlled delivery of the one or more active agents. 

2) An osmotic device according to claim 1 wherein the compressed core further comprises 
polyvinylpyrrolidone). 

3) An osmotic device according to claim 1 wherein the semipermeable membrane consists 
essentially of cellulose acetate and polyethylene glycol). 

4) An osmotic device according to claim 1 wherein the external coat comprises 
poly(vinylpyrrolidone) and polyethylene glycol). 

5) An osmotic device according to claim 1 wherein the second active agent in the external 
coat comprises a therapeutic agent. 

6) An osmotic device according to claim 1 wherein the first active agent in the core 
comprises a therapeutic agent. 

7) An osmotic device according to claim 1 wherein the second active agent in the external 
coat comprises a therapeutic agent and the first active agent in the core comprises a 
therapeutic agent. 
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8) An osmotic device according to claim 7 wherein the first and second active agents are the 
same. 

9) An osmotic device according to claim 8 wherein the first and second active agents are 
theophylline. 

10) An osmotic device according to claim 1 wherein the second active agent in the external 
coat comprises a therapeutic agent and the first active agent in the core comprises a 
different therapeutic agent. 

1 1) An osmotic device according to claim 10 wherein the first active agent is 
pseudoephedrine and the second active agent is loratadine. 

12) An osmotic device according to claim 10 wherein the first active agent is ranitidine and 
the second active agent is a combination of ranitidine and cisapride. 

13) An osmotic device according to claim 10 wherein the first active agent is 
pseudoephedrine and the second active agent is astemizole. 

14) An osmotic device according to claim 10 wherein the first active agent is diltiazem and 
the second active agent is enalapril. 

15) An osmotic device according to claim 1 , wherein the one or more environments of use 
comprises a first environment of use and a different second environment of use. 

16) An osmotic device according to claim 15, wherein the first environment of use is the 
gastric region and the second environment of use is farther down the gastrointestinal tract 
of a mammal. 

1 7) An osmotic device according to claim 1, wherein the first and second active agents are 
released into the same environment of use. 

18) An osmotic device according to claim 1, wherein the controlled delivery of one or more 
active agents includes one or more of pH-dependent, pH-independent, diffusion 
controlled, dissolution controlled, pseudo-zero order, zero-order, pseudo-first order, first- 
order, second-order, rapid, slow, delayed, timed, and sustained delivery. 

19) An osmotic device according to claim 1, wherein at least a portion of the polymer coat 
dissolves or erodes in fluid present in an environment of use after the external coat has at 
least partially dissolved in an environment of use. 

20) An osmotic device according to claim 1, wherein the polymer coat is one or more of 
soluble in the same environment of use in which the external coat is soluble, and soluble 
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in the same environment of use in which the core is soluble. 

21) An osmotic device according to claim 1, wherein the semipermeable membrane 
comprises a plasticizer and one or more of a cellulose ether, cellulose ester and cellulose- 
ester-ether. 

22) An osmotic device according to claim 1, wherein the external coat further comprises 
poly(vinylpyrrolidone). 

23) An osmotic device according to claim 1 , wherein the polymer coat further comprises one 
or more of talc and poly(ethylene glycol). 

24) (twice amended) A mnlti -layered osmntiV Hfwirp for th e r-nnrmllRH H^Wry nfnn P ^ r 
more, active apents tr> one or more environments nfn^ t herein th<> n^^r device. 

comprigpxr 

a ) a compressed core mirmri w a first active agent and an r^rnntiV » ^ n t for ™nr™ii^ 
and cnntinnmis relpag e r>f thp first artiw ag^n t; 

b ) a semipermeable membrane sugmmding th* ™™> an d h a ^n g a p reform^ passageway. 
therein, said semipermeable membrane heingTwmeahte tn a fluid in th* p™™™^ t 
of USe and substantially irnp^rmpahl^ tn thp fW active AgPnt; 

c) an inert comnletelv emdihle andfor water snlnMp p olymer ™ a tp ar ti a n y ™ 
completely siirrotmrfin? the semipermeable memhnnp anH pluggi n g tr„> p^ ageway 
in the wall; and 

d ) an external roat comprising a seco nd active agent fo r im mediate mi^ce nf tnp c^™h 
ac tive apent wherein the first active agent i« relea^d fam the ™re afw the p^lym^r 
coat has partially or oomnletelv dissolved or eroded a nH th* firct an d se^nd a rW 
agents are released into the same or different environment* r»f u se to proviH* » 

Controlled delivery of the One nr more t h rive flgentc 

25) (twice amended) A multi-layered osmotie devire for the cjQnlcoikd delivery ^ 
more active agents to one; or more environments nfn^ w h erein th<* ™ m ot,v device 
comprises: 

a ) a compressed core comnrisin p a first acti v e age nt ™ * at lf » agt ™« ^rr>r>r.V f nr 
controlled and mntinnoiKi rele^e nf t he first aetive agent; 

b ) a semipermeahle memhrane surrounding the ^ and h^ing ^ t ) ftaQt one prefor^ 
passageway therein; 
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C) an inert Completely eroriihle and/or water qolnhle polymer rn af partial^ nr 

Comp l etely SnTTOimdinp the semipermeable memhrane anH plugging the pa^ag^ ay 
in the wall; anrf 

d) an external coat comprising a second active agent for imm e diate release of the g^nd 
active aftent . wherein the first active agent is released from the ^ »f>er the polymer 
coat has nartially ot completely dissolved or eroHeH, anH the fi r ^t «nH g^nH grr j VP 

flPentS are released tntO the Same f»r Hifferent e n vimnmentc nfnc r 

26) (twice amended) A multi-layered osmntie Heviee for t h e contolled Heiivery nfnn. or 

more active agents to one or more Pnvimnm P ntc A f mft wherein the ngmnti> Heviee 
eomprkeg- 

a) a compressed core comprising a first active agent anH at least one osmoti c agent for 
controlled and CflPliDUQUS release of the first aetive agent; 

b) a semipermeahle membrane surrounding the core and havi n g at least one preformeH 
passageway therein- 

c) an inert, completely erodihle an d/or water soln hle polymer mat partially or 

completely SlirrOli ndinP the semip e rmeah l e memhrane and plugging the at least ^ P 
preformed passageway in the wall- anH 

d) an external coat comprising a second active a^nt for release n f the seeonH »rfi wr 
apent wherein the first active agent is released from the ^ nr ^ a . f> er the polytr^ rm T 

has pam'ally Or Completely disSOlveH or eroded, and the first a nd second aerive ao^ntc 

are released into the same or d i ffe r e nt environments of use 

27) (twice amended) A mnlti-lavered OSmotir devire for th e eontrolleH Heliw^y of one fy T 

more active agents to one or more environments of use wherein the osmotic H P vir^ 
comprises; 

a) a compressed core comprising a first active agent and at least one o smotie ag ^t for 

Controlled and continuous releas e of the first aetive agent- 

b) a semipermeahle mem hrane surrounding the rore and having at least one preformed 
passageway therein; 

c) an inert, completely erndihle and/or water solnhie polymer coat partially n r 
completely surrounding the seminermeahle memhrane and plug g ing the at i»»<* o n e 

preformed passageway in the wall; anH 
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d ) a n external coat nnmnrisin p a second active age nt fnr immediate rapirf delayed d AW 
sustained nsendo-first order psendo-7ern nrde rj timed coptiQlkd ^r cnmhinatinn 
thereof release nf the secon d active spent , whe rein the -tw afi rivp agent j g reie^ed 

from the core after the polymer cnat hag partial l y nr cnmpletely digcnlveH nr err>HeH 
and the first and Second active agents are releaced intn the ^mft nr different 
envirnnmentR nf use 

28) The mnlti-lavered osmotic device nf claim 94 , 9S 9* nr 97 wherein the -first and second 
active agents each comprise a therap eutic agent 

29) The millri-lavered OSmntic device nf elaim 94 25, Ot 97 , wherein the first and ce/»nnd 

active agents are the same , 

30) The mnlti-lavered osmotic device of claim 94 9S 96 nr 97 wherei n the w , n H 

active agents are different 

3 1) The mi l lti-lavered o smotic device nf cla im 94 9S 96 nr 97 wherein the tW and gecnnd 
active apentS are released intn different envi rnnmentg nf iiQ fi 

32) The mnlti-lavered nsmotic device nf Mai m 94, 9S 9fi Or 97 wherein the fW and geennd 
active agents are released intn the game e n vironment nf nee 

33) The mnlti- l avered osmotic device nf Mai m 94 9S 9fi nr 97 wherein the enntrnlle^ 

delivery of one or more active agents includes ™* or ™*"» o £ pH-depende n t r H - 

Ul d ependent diffilSIOn Controlled dissnllltinn CnntmlleH pgenHn. ? err> nrder vern-nrder 
pseudo-first Order first-Order SCCOnd-nrder, rapid cl r delayed timed , anH cnctaine^ 

delivery, 

34) The mnlti-lavered osmotic device nf claim 1 94 9s 9* nr 97 ^ h erein the firet 
second active apents are indepen dently selected at eac h n ccm-rence from the group 

Consisting of antihacterifll antihigtamiW decnngegt a n^ anti-inflammatnry antiparacitie 
a ntiviral local anesthetic antifungal amnehicidal tr i r.hnrnnnneidal; analgesic antiarthritiV 
antiasthmatic antiCO . ainilant anticonvulsant, antidepreg q ant antidiabetic, antinenp1a sr j r 

antipsychotic nenmlentic. antihypertensive muscle relay ant de p re^ant, hyp n o tic 

Sedative , pSYChic Cnernzer tranr]llili7er antiparldngnn m uscle cnntrartant anti- 
microbial antimalarial hor monal contra ceptive symparhnmimetic, dmretie 

hypOplyCemiC Ophth a lmic, electrolyte diagnnstic and ^a r Hinvac^ila r a g fri f 

35) The mnlti-layered osmotic device of claim 1 94 9S 9 6 nr 97 wherein the +W and 
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SCCOnd active apentS ftTe independently selected at ea c h occurrence from tho grmrp 

consisting nf pesticide herbi cide , i nsecticide , ant i oxid ant, plant growth ingtigarnj 

Sterilization agent catfllvst chemical reagpnt fnrvl pr o duct nutrient, CQSmgliC, vitamin 
Sterility inhihitnr fertility instigator micrnnrgani<; m T flavoring agent sweetener anH 

ckansing agent 

36) (Amended) A multi-layered osmotic device for the ™nt™ n gH dclbffiiy of or.e or more 
active agents to fine or more environments of use w herein the osmotic device comprise- 

a) a compressed core comnrisin p a first active age nt and at lea^t one ngmotic agent for 
controlled and continuous release nf the firct active ao^t; 

b) a semipermeable membrane surroun ding the core and ha ving at least one preform^ 

passageway therein- 
C) an inert completely erodihle and/or water qn lnhle polymer coat partially or 

completely surrounding the semipermeable membrane and pl u gging the passageway 

in the wall; and 

d) an external cnat comnrisinp a second active agent for immediate releag* n f the q^ahH 

active ftPfTlt Wherein the first active agent U relea s ed from the core afW the polymer 
COat has Partially or completely dissolved or erode ri ^ *nd the first and second arrive 
flPentS aiT? released into the same or different environments nf use, wherein the inert 

completely erndihle and /or water soluble polymer coat comprises 
r>o1vfvinvlpyrrnlidoneV(viny1 acetate) copolymer 

37) (amended) The multi-layered osmotic device of claim wherein the inert completely 
Crodible and/or water solnhle polymer c o at farther comprises a second polymer 

38) The multi-layered Osmotic device of claim ^6 , wherein the semipe r meahle membrane 

comprises a p1astiri7er and one or more of a cellulose ether eel hi W e s ter anH ^n M j ns f ^ 
ester-elber. 

39) The multi-layered osmotic device of claim 3fi wherein the polymer c oat farther ™mpri c ~ 
one or more nf talc and polyethylene glycol) 

40) (amended) The mi ilti -layered osmotic device of claim 1 94 9 s 9ft Ar 97 wherein the 
inert , completely erndihle and/or water soluble polymer coat com p rises at Wet ^ 

different pnlymers 

41) The mulri-lnyered osmotic device of claim 1 , 94 n 25, 26 n r97 wherry, the delivery ofth* 
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first ar.tiVfi arent IS delayed with respeet tr> A a hvery n f the secnnH active agent 

42) The multi-layered osmotic device of claim 1 , 04 9^ 9* .r 97 wh^i. ih» fj rs t artivr 
agent is ranitidine and the second active agent is a combination o f ranitidine anH 
cisapride 

43) The multi-layered osmoti c d evice of claim 1 , 94 t 9S 9fi nr 77 wherein the first active 
a gent is nsendoephedrine and the w^nH active a gf »nt i s fl stemi7n1e 

44) Thn millfi-lavfilTH Osmotic device of claim 1 j 94 j 9S, 9/; o r 97 j wherein the first active 
agent 1S PSendoenhfldrine anH the; second active agent i s Inratadine 

45) The multi-layered osmotic device of claim 1 94 , 9S 9* o r 22, wherein the first arrive 
agent is diltiarem anH the sernnH a ctive agent is enalapril 

46) The multi-layered osmotic device ofxlaim 1 , 94 d 9S J 9* nr 97 wherein the firct w 

second active agents are th eophylline 

47) The multi-layered osmotic device of claim 1 94 , 9S , 9* or 97 wherein the w fl ^y» 

apftnt is a decongestant and the second a c tive agent is an antihistamine 

48) The millti-laverfvl osmotic device of claim 1 94 , 9S 9* o r 97 wherein the first active 

a pent is a first antihypertensive agent and the second active agent ic * different second 

antihypertenQi've agent 

49) The mnlti-lavered osmotic device nf claim 1 9 4 r 9S 96 or 97 wherein the first active 
flPent is a gastric acid inhibitor and the second active agent is a gastro i ntestinal empt ying 

adjunct agent. 

50) A multi- l ayered Osmotic device for the controlled deli v ery of one or mnre active agents to 
One or more environments of use wherein the osmot ic device comprises- 

a) a Compressed COre Comprising a first active agent anH a t least one osmotic agent for 
controlled and continuous release of the first active agent : 

b) a semipermeable membrane surrounding the core anH having at lea^t one preformed 

passageway therein; 
C) an inert COmnletelv erodible and/or water solu b le polymer mat partially 

COmnletelY Surrounding the Semipermeable memhrane anH plug ging the at leaet o ne 
preformed PaSSapewaV in the wall, wherein the inert co m pletely eroHihle anH/or 
water SOlllble nolv mer coat comprises polyfrinylpyrmliHoT^.A/inyl acetate) 
copolymer; anH 
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d ) m external coat comnrisw a se cond active age nt for release of the gp^nnH aduffi 
agent, wherein rbf- first active agent is released fmm t^ rnm after the rhymer rn nt 
has partially nr completely dissolved or eroded and the firct ar , d second ^ t j V e a g > m . 

are released into the samp or different envirrmmAnts nfiKo 

51) The, multi-layered osmotic device of claim so , wh^in < h » inert , ^mpletely err»dihu 
and/nr water snhihle polvmer mat fhrther rompi-icec a c p ^H pr> lym^ 

52) The multi-layered , osmotic device of claim SO , wh^fn the ^m^mi p ahlo m^h^ n P 
comprises a plastici7er and one or more of a celhiW ether eei i ni^e ecter oelhiioce- 
ester-ether 

53) A multi-layered osmotic device for the controlled delivery nf ^ or mon» g ,,riv ft agent* 
one or more environments of nse wherein the ogmotir device enmpricee- 

a) a compressed core comprising a first active agent and at leaot nr,e ^™ur ag pnt f o r 
Controlled and continuous relea^ ^ f the first active agent; 

b) a semipermeable membrane surrounding the core and having «t leaot r^e preformed 
passageway therein; 

C) a n inert , Completely erodihle and/or water Qr>1nh1 f polymer rv> at partially or 

completely snrmnnding the semipermeahle memh r ane and plu g ging the at 1e ag t rme 

preformed passapewav in the wall wherein the ine^ completely e rodihle and/ 0r 

Water SOlllhle polymer COat Comprises poly(viny1pyrrn1i d oneV(viny1 oeetate) 

copolymer; and 

d ) fln externa) coat comprising a second active agent for immediate rapid , del« y ^ ^ v 
sustained, psendo-first order psendo-zero order timed controlled nr ^mK^ri on 

thereof release of the second active agent wherein the first arrive agent ic reu sed 

from the core after the polymer coat has partially or completely dissolve d or eroded 

and the first and Second active agents are releaced i nto the game nr different 

environments of nsfi. 

54) The mnln-lavereri osmotic device of claim <n , wherein th e inert r^pi^iy ^mHif,^ 

and/or water SOhlhle polymer coat further comprises a second pnlymer 

55) The multi-layered osmotic device of claim S^ , wherein the o^ j perme a hie ™ rrr1 hnn~ 
comprises a plastic i>er and one or more of a cellule eth e r , ^cllnince e<;ter and cellu lose,; 
ester-ether 
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